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ABSTRACT 

The purpose of the present study was the clinical 
evaluation, under double-blind conditions, of the recently 
developed neuroleptic, pimozide. Bellak's Global Ego 
Strength Scale (1969) was the basic instrument used in 
the assessment. Ratings on nine ego functions were made 
on the basis of psychological test results. 

The subjects consisted of forty-two actively psychotic, 
schizophrenic inpatients. All the subjects received 
perphenazine, a phenothiazine drug with proven anti- 
psychotic properties, for at least five weeks. Following 
this stabilization period, one-half of the original sample 
were randomly assigned to the pimozide treatment group, 
while the remainder continued to receive perphenazine. 

All medications were administered only once a day. 

Ratings were done at the end of the stabilization 
period (pretreatment), and again after six weeks of 
treatment (posttreatment). At the same times, the 
attending psychiatric nurses rated the patients using 
Lorr's Psychotic Reaction Profile (1961). 

An analysis of covariance revealed no significant 
aifferences in posttreatment mean scores, on any of the 
scales, between the perphenazine and the pimozide treated 
groups. 

When the pesttreatment means of the entire sample 
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iv 
analysis of variance, a significant improvement appeared 
to have occurred in three specific ego functions. The 
design of this study did not clearly indicate the reason 
forme his change, 

Consistency between the Bellak and Lorr scales were 


noeed an the results of the study. 
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CHAPTER: 
INtROaMc Lon 

Manfred Sakel's use of insulin coma therapy in 
1933 was the first attempt in modern times to treat 
schizophrenia by biological means. Since 1954, drugs 
have largely replaced the "shock" therapies. 

Delay (1956) coined the term "neuroleptic" to 
apply to the group of drugs that produce neurologic and 
psychological changes. Included in this category are 
the phenothiazine and butyrophenone derivatives which 
are used extensively in the treatment of schizophrenia. 

Cole, in his 1966 review, stated that although 
occasional studies have failed to show reliable results, 
the overwhelming majority of published studies, including 
the larger ones, have demonstrated that chlorpromazine 
(a phenothiazine)—is more effective than placebo in the 
treatment of schizophrenia. Cole's conclusions are 
particularly, important, to. the, design, of the present study 
in that the effects of pimozide, a recently discovered 
neuroleptic of novel chemical structure, will be compared 
with those of perphenazine, a phenothiazine. 

The use of biological treatment does not necessarily 
presuppose that schizophrenia is a disease with a single 
cause or one underlying basic pathological process. 

Irwin (1968) summarized a common approach to the subject 


when he stated: 
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As chemicals, drugs cannot affect behavior 
directly, they can only interact with other 
chemicals - with an enzyme, altering its 

FUnCL LON, Of Wit AMponrtent substrates fox 
enzyme activity. Such biochemical alterations 
produce changes at the cellular level which, 
Mie CUD, Sat hect tissue and.onganaetunetion. 

The end result is a modification of the 
behavioral and physiologic "state of the 
indavyadual,"-and 1t ds therlatter that 
determines and delimits the ability of the 
organism to function and cope with the 
environment. Environmental stimuli, however, 
through a sensory input-feedback system, also 
interact with and modify cellular mechanisms 
so that the response to a drug becomes the 
result of this complex interaction between the 
drug, cell, tissue, organism, and environment - 
the drug successively affecting the various 
levels of integration from the simplest to the 
most complex, from the chemical to the psycho- 
SOc laleGcbhercs) (p>. (4) 


In an attempt to refine the drug therapy approach, 
Freyhan (L966), introduced the concept of "target 
symptoms’. In his opinion, clinical. studies have 
demonstrated that the one-dimensional concept of "major 
trangurlizers” (the common name for the phenothiazines) 
Should be replaced with the multidimensional concept 
of drugs. As these drugs alter brain function in a variety 
of ways, they may produce simultaneously dissimilar 
effects on personality functions. Freyhan feels that 
i remeineeathe clinicians task to: find sour what it is 
that the drug does, and to whom. 

tewin (1968) also agreed that the major problem in 
drug assessment or evaluation is what to measure. He felt 
that attention should be paid to the building blocks of 


behavior - “target functions" - which express the physiologic 
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and psychosocial state of the organism. He recommended 
thats: 

joeaccencion be Oaild) to such actor sras 

levels of behavioral arousal, activity, 

information processing, responsiveness to 

stimuli, patterns of affective response, and 
physiologic functioning. These are the 

functions which most directly arise from the 

nervous system activity, most specifically 

express the temperment and behavior of the 
organism, and most delimit its capacity 

to function and respond. Alteration of any 

OMe; sda OY Uruge. can Share the probabilities 

for behaving and responding in a particular 

way. All are also directly measurable in 

animals and man (p, 4). 

These functions as outlined by Irwin are obviously 
more basic than are the symptoms which Freyhan feels 
should be studied. Leopold Bellak (1966), proposed an 
ego-psychological approach, with the focus on basic 
psychological functions, thus providing psychology with 
a suitable tool for pharmacological research. [In his 
opinion, his method is relatively controlled while 
keeping the evaluative variables and processes as free 
from reductionism as possible. One of his stated aims 
was also to develop more specific differential criteria 
fom Grud, Uva Zation. 

For these reasons, Bellak's Global Ego Strength 


Scale was chosen as a suitable instrument for evaluating 


the effects of the new neuroleptic, pimozide. 
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CHAPTER II 
THEORY AND REGALED\ LITERATURE 

Pimozide. Pimozide (R6238) was originally prepared 
and investigated in the laboratories of Janssen 
Pharmaceutica in Belgium. Pharmacological studies 
published by these investigators in 1968 indicated that 
this chemically novel drug is a highly potent neuroleptic. 
Compared with haloperidal (a butyrophenone) and 
chlorpromazine (a phenothiazine) in various species, 
particularly rats, dogs, and monkeys, the pharmacological 
profile of pimozide resembles that of haloperidal more 
than it does that of chlorpromazine, but pimozide is 
considerably longer acting and relatively less toxic 
(Janssen, 1968). 

The first published, clinical trial of the drug was 
a pilot study by Bobon et. al. (1968). This nonstati¢c-— 
tical study involved 55 patients of who 53 were diagnosed 
psychotic, one mentally deficient, and one suffering from 
Huntington's Chorea, Fifteen of these were eventually 
followed as outpatients. This type of flexible 
uncontolled, nornblind study is the first necessary step 
in the evaluation of a new and unknown compound. 

Nine patients received the drug every second day, 
four every third day, one every fourth day, and one 
received pimozide only once a week, The remainder were 
given the drug in a single daily dosage. Data was 


meported tor the first 120 days. of study. 


‘ett Rarer Havincnt en Weel Gane ya canettd 
sek amebowan Job-6q WligtE < -' getty fevan yilesdameds ate 
butvid ( Shtlwetiigars #2 a)’ (esr reqgten “itu werag 


absaee toetyey dl (anikePtogety @! agdeaem yg tohds, 


‘ 
ben goiuoem Teng gle eyes mim Ear ‘yepo ,20e8 yiseticis eq: | 
esum [sSiiepaotsi te Jats einai atizamiaq 1? vittom, 


i) ebisteiy sud? ,eaigemesatfoliis! to tap? caad 22 nent. 


sieht aha! -vloylabie: bts On lese. See (tiara renag” 
‘RAG! .qugeist) 
~ — 
2a HTT 2 te LSE! igelh.i> hitters 2492 ent 
. - 
2h anne eT ABMs) Vie ce Noger Yd gouts Féeliq ss) 


ParIceh eh 4s ew fe one TO £365 P1b4) oe Vaevegvps sh aah feokt 
wort pire eer ard Sad a tars 2st cf pakeiom Se ot fuitoyeg 
va \ifach Gti Marit Ww volt? . aaien ¢ NORGE re i 

eidihel= Yo efi ei? Letnagaletan awe 

yer? pieazes en text sit zt yhuts. bal ieran collate 
DAN EMS Airaid bre win ” cat ne: ve LEGS eit” a 

hk taoaae yaeve mith af? (evnugen, pooling. - 7 


oi bine (eb i giaue? hid ete eee perk Di 
© tee ns 7 a. hey feet 
7 a pm arin em: ll ay 


No change was noted in 30% of the cases, "notable 
improvement" was seen in 36%, and a "clinical cure" was 
considered to have taken place in 34%, The researchers 
noted that the drug had its greatest effect in reducing 
hallucinations, delirium, agitation, aggressiveness and 
anxiety. Only slight influence was noted on autism, and 
depression was perhaps exacerbated. 

The Minnesota Multiphasic Personality Inventory 
was administered to 17 of the patients before the treat- 
ment and again two to three months after its initiation. 
The F scale was reported to show the best correlation 
with clinical evaluations of the patients on admission and 
after the treatment. 

Clinically, no toxicity caused by the drug was noted; 
Side effects were considered to be minimal. 

The authors concluded that pimozide is a major 
neuroleptic with a duration of action permitting a single 
daily dose. Its ability to resolve hallucinations, delu- 
sions, and excitation seemed to be equal or superior to 
that of the best major neuroleptics currently tested. In 
addition, the neurologic side effects fell below those 
Observed a6eq rule with-adrug of “this type... A six 
month follow-up study of 36 of the original 55 patients 
showed that the ten patients who failed to take pimozide 
all relapsed. 

Brugmans (1968) studied the responses of 43 chronic 


schizophrenic patients to pimozide. His subjects were 
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6 
both male and female in the age range 20 - 62 years. They 
were assessed by a psychiatric evaluation questionnaire 
designed by Sterkmans et al (in press). A graphometric 
test Was used To detect and quantify extrapyramidal 
mMOdlileat ons, 

The author found that those patients who had 
previously responded well to the classical drug treatments 
responded even better to pimozide, while those showing 
only slight improvement with the new drug had shown no 
previous significant symptom improvement. Specifically, 
the author felt that pimozide was effective against 
autism, delusions, hallucinations, and social withdrawal. 
Extrapyramidal effects were usually negligible at anti- 
psychotic dosages and the incidence of hypnosedation and 
autonomous effects was virtually nil. 

It is clear from this review of the empirical 
literature relating to pimozide, that more well-controlled 
investigations into its effects upon schizophrenic mani- 
festations are necessary. The conclusions drawn have 
little statistical backbone, but the basis for controlled 
clinical trials has been set, 

Bellak's Ego Psychological Approach 

In 1955 Bellak set the basis for his present research 
into ego patterns in schizophrenia by cdarifying his 
definition of the ego. He chose to define this concept 
in terms of its functions, its development, and its quality 


and quantity. Bellak summarizes its functions in the 
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following manner: 

iy, The ego organizes and controls "mobility and 
perception." 

ee The ego serves as a protective barrier against 
excessive external and internal stimuli. 

ey The ego tests reality and engages in trial 
action (Freud's concept of thinking) and sends out danger 
signals (anxiety). 

4. The ego is responsible for detour menaaor ih 
Qrdavirication. 

ok Under "organizing and self-regulating functions" 
of the ego are included character defenses and the 
integrating functions. 

The development of the ego is characterized by the 
primary or constitutional ego endowments. Environmental 
forces come into play when the child learns the control 
Of eta drives, at first by conditioning end Tater by a 
more complex process of identification with parental 
figures. Ego development is further influenced by the 
fact that id drives vary in nature and strength through 
Gonstitutional, pathologic, and psychogenic factors, 

Ego strength is defined as the effectiveness with 
which the ego discharges its functions of coping with the 
demands of the id (the unconscious source of instinctive 
energy, seeking satisfaction in accordance with the 


pleasure principle), the superego (partly conscious and 
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8 
partly unconscious, mediates between ego drives and social 
ideals), and reality (that which exists). The ego must 
integrate the energy remaining to permit "self-exclusion" 
for purposes of creativity and ad hoc needs. Ego strength 
is seen within this framework as something global. Hence, 
no single ego function can be appraised by itself without 
consideration of all the other functions at the same time. 
A test of ego strength would then have to consist of 
several subtests in order to show the disruptions that 
can take place in varying degrees and to varying 
consequences. (JA multiplicity of etzological factors, 
including a variety of organic ones, may cause a weakening 
Of the ego functions. 

Ns am extension of this, Bellak (1955) views 
schizophrenia as the final common path of a number of 
conditions which lead to and manifest themselves in a 
severe disturbance of the ego. The conditions which 
account for this may range from a relatively purely 
psychogenic weakness of the ego to afflictions of ego 
fumetioning, by disturbances brought about by infections, 
SlCuSmIOSeMenOULG. SGOX LC, —tUhaumMatic, JO Genetic, Lacuors'. 
Using this approach, schizophrenia is seen as a psychiatric 
syndrome rather than a single disease with only one 
epecisic cause. By adopting this view, Pellak is able to 
account for the considerable individual variation in 
symotoms and the variability which occurs in the course 
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The symptoms of schizophrenia are manifested in 
various forms of poor ego functioning, such as the 
emergence of the primary process type of thinking 
(hallucinatory wish-fulfilment), poor control of drives 
and a poor relation to reality, poor defenses, impairment 
of some autonomous functions, and of the synthetic function 
of the ego. Ego functioning must be described by its 
pattern, It may be rather uneven and the blend may be 
unique. Each given pattern may be classified roughly 
under diagnostic or descriptive headings and may be 
ALUrLDULeEd 20. specitic etiological factors, It 2s this 
aspect of the ego psychological approach to schizophrenia 
in which Bellak is now engaged. 

The characteristics of severe ego disturbances 
described by Bellak (1955) are similar to the formal signs 
and symptoms of schizophrenia outlined much earlier by 
Kraepelin (1898) and Bleuler (1911). Bellak focuses 
on twelve ego functions which have arisen from many 
sources (Freud, 1938; Bellak, 1949; Beres, 1956; 

Hartman, 1956; Bellak, 1952; 1955; 1958). Enumerating 

ego functions yields a series of constructs which are 
arbitrarily chosen for the purposes of conceptualization. 
Bellak does: not imply that such ego functions are immutable, 
or mutually exclusive. However, such an approach does 
provide opportunity for quantitative as well as qualitative 
analysis, making schizophrenia more amenable to empirical 


study. It is clear also that Bellak's ego function 
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10 
framework is highly suitable for the study of the differen- 
tial effects of drugs, as is proposed in the present study. 

Global Ego Strength Scale 

Bellak developed the Global Ego Strength Scale, 
The scale was published in 1969, shortly after the 
initiation of this project. Tt was first»eused by Bellak 
and Rosenberg (1966) to test the effects of antidepressant 
drugs on psychodynamics. Subsequent research concerned 
with ego function patterns in schizophrenia resulted in 
the revising, expanding, and refining of the scale. The 
authors constructed rating scales for assessing ego 
functions from clinical interviews, clinical psychological 
tests, and experimental procedures from the psychological 
laboratory. The present study employed only the second 
of these approaches. 

Rating Scale Based on Clinical Psychological Tests 

As developed by Bellak, the scale covers only nine 
of the twelve ego functions rated from the clinical interview 
material. Tests used to arrive at the ratings are: 
Wechsler Adult Intelligence Scale (WAIS), Rorschach, 
Bender-Gestalt, House-Tree-Person (H-T-P) and Thematic 
Apperception Test (TAT). 

The rating for each ego function involves three kinds 
of considerations: 

(a) the extent of the pathology 

(b) the frequency of the pathology on those tests 


and subtests that are relevant to the assessment of the 
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particular tego Functor, 

(c) the certainty with which a judgment 
can be made (the confidenee rating can be less 
for either of two reasons: 

i) because the ego function under 
cannot be confidently assessed 


psychological test data; or 


‘le 


of pathology 
than high 


consideration 


from 


ii) because the material produced by the 


particular subject is too sparse or 


ambiguous to warrant high confidence). 


It is basic to psy¢ghological test findings that one can 


never be as confident about the absence of pathology as 


about its presence 


Each Offs the scales is. anvordinal scale with the 


variables being rank-ordered, along a 13-point continuum, 


Scale points 1 to 7 are defined in the manual developed by 


Bellak. Modal stop #1 represents the most maladaptive 


manifestation of the function being rated, while modal 


stop #7 represents the most adaptive. The scales are not 


equal interval scales but an attempt was made by the 


developers to peg all stops across the scales so that 


they reflect approximately the same degree of adaptation 


at any given stop. 
The ego functions included in the Bellak 


(1). Reality Jesting 


scale are: 


(2) Sense of Reality of the World and of the 


Self 
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Weed 
(3) Regulation and Control. of Drives, Affects 
and Impulses 
(4) Object Relations 
(5) “Thought Procesees 


(6) Adaptive Regression in the Service of the 


Ego 
(7) Defensive Functioning 
(8) Autonomous Functioning 
(9) Synthetic-Integrative Functioning 
(10) Stimulus Barrier 
) 


Judgment 
(12) Mastery-Competence 

Two id and one superego function scale complete his 
approach to the study of the personality. 

The following is a brief discussion of these functions 
and their maladaptive manifestations. For the component 
factors rated under each of these, see Appendix A, 

deg Reality Testing - designed to measure the 
individual's ability to differentiate between outer and 
inner reality - or percepts and ideas. This function 
involves the continuous selective scoring and matching of 
contemporary percepts against past percepts and ideas, 
Reality testing also calls for the checking of data from one 
sense against data from other senses. 

At the most maladaptive end of this scale are severe 
disturbances in orientation with regard to time, place and 


person as well as delusions and hallucinations. 
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this function. is concerned with the extent to which one's 
sense of self, as it relates to the outside world, is 
unrealistic. It refers optimally to a subjective experience, 
of one's unique, dynamic wholeness, as defined by clearly 
delimited self boundaries from the physical and inter- 
personal environment. 

To differentiate this scale from Reality Testing: 
the subject is scored on Sense of Reality in relation 
to what he can be judged to experience regardless of the 
extent to which he believes in their reality. 

Disturbances im this function nesult in, alienation, 
emotional isolation, depersonalization, derealization, 
dream-like states, trances, fugues, destruction fantasies 
And wtGen tity GLeLusion. 

3% Requlation and Control of Drives, Atfects: and 
Impulses - this ego function refers to the delaying and 
controlling mechanism which allows drives to be expressed 
in a modulated and adaptive way. (The strength of the 
drive, which is important when considering Regulation 
and Control, is dealt with in the separate Id scales, ) 

Temper outbursts, habit and conduct disorders, lack 
Star MUcthactons tOLerance, wlack of sphincter control, Lacs 
and chronic irritability are manifestations of disturbances. 
The most extreme forms of disturbance include catatonic 
excitement and rigidity, manic excitement or, in the case 


of extreme inhibition, depressive psychomotor slow-up, and 
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other forms of excessive control of impulses. 

4, Object Relations = this function Contributes to 
adaptation insofar as one's relations with significant 
others, are based on an accurate understanding of, and 
response to the other person for what he is. Optimal 
relationships would then be relatively free of maladaptive 
elements, which would suggest patterns of interaction 
more appropriate to old situations than to the present. 

Disturbances result in withdrawal, detachment, 
narcissistic overinvestment of self, and cannibalistic 
symbiotic dependent attachments. 

oy Thought Processes - considered here is the 
adequacy of the processes which adaptively guide and sustain 
HNOUGIIu, atlLention, CONCENUration, anticipation, “concep: 
formation, memory and language. 

Dasturpancesif this funceiom result, in autisire 
logic, attention lapses, memory disturbances, concreteness 
and primary process manifestations. 

oy Adaptive Regression in the Service of the Eqo - 
this function is concerned with the ability of the ego to 
initiate a partial, temporary, and controlled lowering 
of its own functions in the furtherance of its own interests, 
eed, arcisure creavivitys 

Malfunction results in extreme rigidity in character 
structure and thinking, where fantasy and play are difficult 
or impossible. In addition, unevenness in shifting from 
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his Defensive Functioning - this function contributes 
lo adaptation by controlling the emergence of anxiely 
arousing, Or dysphoric. psychic content, such as. instinctual 
washes, eatiects, sthought, -anduperception, which conflict 
with super-ego and reality demands. 

If too much energy is used at the barrier function 
and not enough is left for adaptation, failure of repression 
may lead to deja vu, parapraxes or lack of control of drives. 
POeeVerCOn TOL Of atiect,, idection and use of motors, suncteions 
may be a last attempt to prevent breakthrough of drives. 

Ole Autonomous Functioning - considered here is the 
degree of freedom from impairment of "apparatuses" of 
primary autonomy - sight, hearing, intention, language, 
memory, learning and motor function, as well as the secondary 
PUneGLLoOnssiicluding habit patterns, learned complex skills, 
work routine, hobbies and interests. Intrusion of conflict 
=- related ideation, affect and/or impulse upon functioning is 
a major focus in determining impairment of either the primary 
or the secondary "apparatuses" and functions, 

"Autonomous Functioning" overlaps with other functions 
such as thinking, but thinking is only one aspect of this 
scale, 

a Synthetic = Integrative Functioning = sconcern 
here is with the organisms capacity to organize and inte- 
grate potentially incongruent attitudes, values, affects, 
behaviors and self-representations. This is the function 


which probably contributes most to the overall ego strength 
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16 
and adaptiveness of the organism, 

Disturbances result in disorganized behavior, 
incongruity between thoughts, feelings and actions, absence 
of consistent life goals and poor planning with little effort 
to relate different areas of experience together. | 

These are the nine ego functions for which Bellak 
has developed a method of rating from psychological tests. 
Several other scales of his dynamic system will be 
mentioned briefly, as a discussion is not complete without 
the inclusion of these functions - primarily the contribu- 
tion of the id and the super-ego. 

The following functions are not rated using psycholo- 
dical test. inrormation, but are, included in Bellak's 
clinical interview approach. Since this method was not 
included in the design of the present study, information 
was not gathered with respect to these functions. 

POPP =Srimulus Barpler"="“this function Ls eprimarily 
concerned with the degree to which the ego effectively and 
adaptively organizes and integrates sensory experience. 

Lie sudgment = this? function ditrers trom that of 
Reality Testing in that anticipation of the consequences 
of behavior is the crucial dimension for Judgment, whereas 
degree of distortion of perception is crucial for Reality 
Testing. 

12. Mastery-Competence - considered here is the 
Sub jece’s Oerrormance in “relation to His existing capacity 


to master his environment, as well as his sense of 
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competence, 

inbluvences vol the wld 

Attention here is paid to the instinctual drive 
derivatives, Both behavioral and ideational reactions 
are manifestations of: 

LF; Labidinal Drive* Strength and, 

Ze Aggressive Drive Strength. 

Influences of the Superego 

Since superego functioning may interfere with ego 
functioning it must be included in this discussion. The 
component’ factors which are relévant here are (a) the 
guilt and blame which is generated and (b) the influence 
of the ego ideal, 

mettre Global Ego Strength Scale is still an 
experimental instrument, there is relatively little 
published information about its reliability and validity 
in measurement of the ego functions set down by Bellak. 

With regard to the rating scale based on psychological 
test data, Bellak (1968) has published the following 
information: inter-rater reliabilities (for two raters) 
range from ,76 to .36 with a médian reliability of .60. 

In the comparison of schizophrenic, neurotic, and 
normal Ss, Gight of the scales differentiated at the .05 
level or beyond, while three scales failed to reach the 
~0> level. 

To add in the validation of Bellak's scale this 


study also employed the well researched Psychotic Reaction 
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Prorile. 
The Psychotic Reaction Profile 

This inventory was published by Lorr in 1961 and 
has been used extensively by nursing personnel to describe 
behavior disturbances in hospitalized psychotic patients. 

The scale was standardized on 958 inpatients, 
covering all types of patients usually found in such a 
setting. Lorr reported that the scale has been shown to 
consistently differentiate the severely ill from the less 
Ribose tientks:, 

The four scales which form the test include: 

I Withdrawal - A high score implies a lack of 
interest or apathy, a failure to respond to others, and 
a reduced activity level. 

26 Thinking Disorganization - Incoherence and 
irrelevant and bizarre speech, characterize high scoring 
patients; disorientation, hallucinations and peculiar 
manneristic movements are also considered, 

oh Paranoid Belligerence - Patients scoring high 
on this scale typically are irritable, hostile, resistive, 
bossy and paranoid. There is also an element of excitability 
which may result in impulsive assaults on others. 

4, Agitated Depression - This scale includes elements 


of depression and associated anxiety. 
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Specific Aims of this Study 

The purpose of the present study was the clinical 
evaluation, under double-blind conditions, of pimozide, 

a newly developed neuroleptic. Perphenazine, a phenothiazine, 
was used as the comparison drug. 

Nine ego functions, which form the part of Bellak's 
Global Ego Strength Scale rated on the basis of psychological 
tests were studied in order to determine which, if any 
of these functions were significantly influenced. Ratings 
in this study were based on the clinical psychological 
test approach. 

To aid in the validation of Bellak's scale, and to 
provide further information about the patient's response 
to the drug, the Psychotic Reaction Profile (Lorr 1961) 
was also employed in the evaluation of pimozide. 

If sighdii1cant. Tindings wesult,. the Global Edo 
Strength Scale could then be used in attaining increased 
precision in drug treatment. 

It was also hoped that the sensitivity of psychological 
tests could be found to be of value in measuring the changes 
that are basic to the manifest symptoms. 

The entire project was undertaken to emphasize the 
contributions psychology is capable of making to the design 


Aiceconducteo: clinical drig trials. 
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CHAPTER LIT 
PROCEDURE AND DESIGN 
SUD IECTS 
Sixty-three patients were selected from the population 
of the Alberta Hospital, Edmonton. All had been diagnosed 
as schizophrenic by their attending physician. The subjects 
were adults in the age range from 17 to 60 years, with a 
mean age of 38 years. Patients demonstrating significant 
physical disease or obvious brain damage were excluded 
from the sample. To accumulate an adequate number of 
subjects, both men and women from nine wards throughout 
the hospital were included. 
The term "chronic" would suitably be applied to 
these patients. All had spent at least a total of one 
year as an inpatient in a mental hospital, with most 
having been institutionalized from 5 to 30 years, Their 
course. of hospitalization may have included several 
discharges and readmissions but at the time of inclusion 
in the study, they were not responding sufficiently to 
treatment to be considered for imminent discharge. All 
the subjects had previously been treated with various 
neuroleptic drugs and the majority had at one time received 
electroconvulsive or insulin shock therapy. In addition 
to these physical therapies, all the patients had been 
exposed to the milieu of an active treatment psychiatric 


hospital, including occupational and recreational therapy. 
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None were receiving intensive counselling or psychotherapy. 

Before the study commenced, permission in writing was 
received from each of the patients, as well as their 


fee ore kine 


Design 
A. Sua oe alk 


lie, The 63 patients were stabilized on a 
suitable dosage (administered once a day only) of 
perphenazine, in the usual tablet form and maintained 
on the drug for at least three weeks. As is customary, 
the dosage was selected in accordance with the patient's 
past response to such drugs and his present clinical mental 
state. Anti-Parkinson agents and emergency sedatives 
were supplied when necessary. 

During this stage two patients could not be maintained 
on once a day perphenazine, becoming so mentally disturbed 
that other known forms of treatment could not be withheld 
from them, These two individuals were dropped from the 
Suudy. 

Throughout the entire study all orders for changes in 
the subjects! medications were written by the medical 
superintendent of the hospital. 

Zs Standard perphenazine capsules were supplied 
COnuUaLniing eat hernia moy, (a mgr or 16 mg) Of ‘accive drug. 

Be Stage Il 

Le The perphenazine capsules were replaced by 


placebo capsules and administered on the same basis that 
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22 
themactiver drug was prescribed during: stage 1, ise... 
patients stabilized and maintained on one or more 
capsules (of either 4 mg., 8 mg., or 16 mg.) of perphena- 
Zine taken once daily, were given a similar number of 
identical placebo capsules administered once daily, 
in lieu of the active drug. 

a After one week, those patients who had 
not shown signs of relapse, based on the decision of the 
attending physician, were dropped from the study. This 
procedure, designed to detect those patients who were 
not being controlled by drugs, eliminated nineteen subjects 
from the trial. Those remaining were then regarded as the 
most acutely disturbed of the original sample. (A longer 
drug-free period might have shown a higher percentage of 
relapses without medication. ) 

The return of hallucinations, emotional instability, 
anxiety and social withdrawal were the most frequent 
symptoms observed in those patients who relapsed while 
receiving the placebo capsules. 

Cr All patients evidencing signs of relapse 
immediately proceeded to Stage III. 
Ce Stage III 
i The remaining 42 subjects were again 
stabilized on perphenazine, administered once daily 
(utilizing 4 mg., 8 mg., or 16 mg. capsules) and kept 
on a maintenance dosage for a period of two weeks. No 


patients failed to be stabilized and maintained on 
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perphenazine during this two week period. 
2. At the end of this two-week period all 
patients 

(a) were administered 4 battery of 
psychological “tests "(Rorschacn, 

WAIS, TAT, Bender-Gestalt, and the 
H=T-P), “On the basis Of “these tests 
they were rated on the seven-point 
scale for nine ego functions following 
the outline developed by Bellak (1969). 

(bo) Were rated by psychiatric nurses on 
the “Psychotic Reaction Profile” 
(orn LOG) 

(ic) “hadthe following Vabeorauory tests 
performed (which served as a baseline) 
urinalysis, hemoglobin (Hgb.), white 
blood count (WBC), alkaline phosphatase 
(alk. ohoss), “and a" serum glutamic 
oxalacetic acid transaminase (SGO-T). 

Be ouage LV 
es All 42 patients were assigned to either 
pimozide and perphenazine medication, the randomization done 
on the basis of a code sheet and numbering system provided by 
McNeil Pharmaceutical. The drugs were supplied as identical 
capsules containing 1l°mg.,°2 mos ahd 4 "ma. of pimozide ox 
4 mg., 8 mg. and 16 mg. of perphenazine. (PD pink opaque 


#4 capsules were used for all "put-ups," manufactured and 
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24 
supplied by McNeil Pharmaceutical). 

ie For the purpose of writing the medication 
orders, the capsule containing the largest amount of active 
drug was designated "A", with the next largest being "B" 
and the smallest being labeled "C". Hence the order 
MAM x 2 plus "A" x 1 would indicate that the patient was 
LOopreceiyveseither lOumg. Of pimozide or 40 nigc of, 
Perphenazine. The doctor writingwthe order did not know 
which medication the patient was receiving but could still 
control the dosage. 

3 The hospital pharmacist acted as the neutral 
party and he was supplied with a code specifying which 
patients were to receive which drug. He was the only 
person who knew if the patient was receiving pimozide or 
perphenazine, 

The pharmacist prepared from one to three boxes of 
medication for each patient depending on what had been 
ordered by the physician. If the pavienu received «capsules 
"A", "B" and "C" three boxes were prepared with the patient's 
name and each labeled "A", "B" or "C" and containing only 
tie strength of pall andicated. Similarly @ patient 
receiving only "A" capsules would have only one box labeled 
Ve Wath Ss. tame 

The nurse then dispensed the capsules to the patient 
in accordance with the physictan's orders - also without 


knowing the actual drug contained in the capsule, 
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4. Each patient's daily dosage was based on 
the dosage established in Stage III. 
(a) Perphenazine Patients - Those patients 
stabilized and maintained on a total daily dose of: 
i) A vnc received 1) 34.4 md. 
perphenazine capsule given 
once daily. 
i) 8 mg. received 1 x 8 mg. 
perphenazine capsule given 
once daily. 
iia)  l2 mossreceived i x 4 mag. and 
1 x 8 mg. perphenazine capsule 
given once daily as a single dose. 
iv) 16 mgs received ds 16-m¢, 
perphenazine capsule given 
once daily. 


v) and continuing On etna s. bas ise 


200mg. = x loame. caps. 
plus Wb ix 4. mgv.ecaps,. 


24) mo. = 1 oa.16 mges caps. 
Dilies aly x es Nida scalps. 


28 mg. = lx) Lovmnds. caps. 
Pls al ex scum smog si. 
plus 1 x 4 mg. caps. 

B2°mg. = 2x lo ngs cags. 


66 mo. = 2 *« [lo mg. caps. 
Dis ol 4) mOteecdps.. 


40: 2Ge. ss. 2% lo mGgs.e Gaps. 
plus @ 3 ome, caps. 


AAO = 2 ke eC UNG ae Cap Si. 
piu Sie) ex 42 MG Cains. 
plus) 1 x74 mg. cape. 

48 °mg. = 3 x 16 -mG. caps. 


(b) Pimozide patients (pimozide was 


administered on the basis of 4 mg. perphenazine = 1 mg. 
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26 
pimozide). Patients assigned to pimozide treatment were 


Given once daily dosage, based as follows: 


if Perphenazine Dose then Pimozide Dose 

(establihsed during to be given during 

stage: Til) Stage IV 

was 4 mg. = Teele MOrane asi 

was 8 mg. = eX Mcrae io 

was 12 mg. = ie Img ceo s:. plus 
il Xs 2 OMG sence oss 

was 16 mq. = lx 4 mg. caps. 

was 20 mg. = 1x4 mq. caps. plus 
i eel imng. "caps. 

was 24 mg. = 1x 4 mg. caps, plus 
LX. 2 mG caps. 

was 28 mg. = 1 x. 45mg... Caps. plus 
Puxs 2am. cans, plus 
l 4x, Jomg se cape. 

Was 32 °md. = 2x 4 mq. caps. 

was 36 mg. Ss Gx wood, caps. plus 
Lie eeINnGn. ne a Sr. 

was 40 mg. = 2.% 49mgG..1caps. plus 
TeX eZ ac aps. 

was 44 mg. = POA nO CdSe. Olauc 
is 2emos cats, pilis 
ie x -Lymg, “caps. 

was 48 mg. = 3X 49mg. “Caps. 

Da All 42 patients were maintained either on 
pimozide or perphenazine for six weeks. 
Or Dosage adjustments were made in accordance 


with the patient's response to treatment and anti-parkinson 


medication and special short acting sedations were ordered 


‘gam oe aire. 
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when indicated. 
ile At the end of the sixth week patients were 
again: 

(a) administered the battery of 
psychological tests as in Stage III and rated on the 
companion Bellak (1969) scale. 

(b) "rated by psychiatric ‘nurses omic 
WPsychouue Neactlon Profile! Lorn! (U96h). 

(c) had the following laboratory tests 
perzommed. “urindlysis® Hob., WBC. alka phos. tdnd sG0-i, 
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CHAPTER IV 
FINDINGS AND CONCLUSTONS 
Global Ego Strength Scale 

The data collected supplied a baselevel score for 
Gaenot the nine’ €go" functions (these cam be added 
together to yield a global score). This level was 
established after the entire sample had been stabilized 
on perphenazine, Six weeks of drug treatment followed - 
one-half of the patients (21) continued to receive 
perphenazine while the remainder were treated with pimozide. 
The ratings were then repeated, 

The baseline measure provides a view of ego 
functioning in the chronic schizophrenic who has been 
treated with perphenazine for at least five weeks (see 
Figure 1). All mean scores fell below 4, clearly within 
the lower half of the range provided by the scale. The 
highest mean scores obtained were on the following scales: 

es Thought Processes, 

2s Sense of Reality of the World and the Self, and, 

So Reality Testing. 

These are the scales that would appear to measure the 
abitucvy coe thinks Logically and to perceive Dpealiry 
correctly. As a group, the sample measured, scored most 
poorly on the following scales: 

Ls Adaptive Regression in the Service of the Ego, 

ee Defensive Functioning, and, 


Shi Object Relations. 


; 7 e Aa 
TT tb nS <a 4 bo” ne 
rer eins Li al sha 7 + 
“aly nocd beiete? il és | Larges" ee Seite: diab wet : 


_ : 7s 


: belt 26 W690) ayer) ) = odor) ape ewe oh Fat 


7 
vew 29¥ol e1d7. ., oro. Lede bp bh Ubedy ‘ag red! nye: 


7 
bee cidete’ Abed bid alone Sagitrs Wi geeas bade Oem 
. 


- ; 7 : ts 
Si Giger | DP aR ee WED. | Oo a Sey A wt wa ven | ig3eq ne 
7 . 
pag \bedylt1y? eR ee oe 
Qhtidnla tae peters’. mins edt af dhnbaed 
- 
; r s2U5f fs tee g“usp 
i) 
a 
¢ Ula F:*2i nee Ss 
i ea! 5 y i iP 
; ' 
ye i pes Y ‘ a ‘ Py 
var | » - : 5 Zz 
c iF ig L< . > , . bd “é > & f t P i » tue Pa 
_ 
‘ ; 
j if 
a» 5 { . : ‘ n a eo 
} | ‘ as Garace | ee? ~~» awe fl - 17 
6 


ir Shi we g Sita eit Leonio BS ATCN ut reiad aya 
| 
; - 


Pols : hn y a ew ' on 
7 ios i pr 
ge : ; Teng rAay » ase SP nie 
7 t.'ae SIT RG. tue ~JPnapoes Anis 


a 


ed any beeynedin elgnis 42 
i” My 

é a 7 A : ' 
at) auf t%) =| Voge oh at) Th Aeiss 6 


Lea a v 
AVS 
7 


iF sptiab! 2 a des o. 


Ran ena 


eo 


These are the measures of flexibility, creativity 
and the ability to adjust in a stressful environment. 

Figure I shows that random assignment of the 
subjects to the two groups did not serve to equalize the 
two groups in terms of level of ego functioning. The 
pimozide group scored lower and, in most cases, even lower 
after treatment than the control group before treatment. 
Therefore an analysis of covariance, where posttest means 
are adjusted in accordance with a pretest measure, serving 
to statistically equalize the groups, became the most 
suitable statistical procedure to determine if one drug had 
Significantly more effect on the subjects than the other. 
Figure 2 shows these adjusted mean scores. 

Table I summarizes the analysis of covariance and 
indicates that no significant differences existed between 
the two’ drugs studied in any of the functions or the global 
scores. 

Inspection of Figure 2 shows that the pimozide patients 
consistently scored lower on all functions than the 
perphenazine group. 

Although no significant differences were found between 
treatments, a further analysis of variance was undertaken to 
determine if both groups improved with treatment. This is 
the “time” factor indicated in Table 2. Signiticans 
improvement in scores is noted on the following scales; 
Realiuy [esting, Requlatiom=and Control, Thought Processes, 


Autonomous Functioning, and Global Ego Strength. 
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Ego Function Scores (Means) 


i A A Baselevel Pimozide 
a____..4 Baselevel Perphenazine 
5 o Unadjusted! Posttreatment 
. (Pimozide) 
i ot eee o Unadjusted Posttreatment 


(Perphenazine) 
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EGO FUNCTIONS 
Figure di 


GRAPHIC REPRESENTATION OF BASELEVEL AND UNADJUSTED 
POSTTREATMENT EBO-FUNCTION SCORES 
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EGO FUNCTIONS 
FIGURES 2 


GRAPHIC REPRESENTATION OF ADJUSTED POSTTREATMENT 
EGO-FUNCTION SCORES 
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This second statistical treatment of the same data 
indicates significant differences between treatments on the 
scales Adaptive Regression in the Service of the Ego, and 
Autonomous Functioning, not found previously with the 
analysis of covariance, However, the analysis of variance 
does not take into account the inequality of the two groups, 
which should have disappeared through randomization but 
Gia mots 
Nonstatastical Pindings 

It appears that all patients in the middle range of 
this sample improved on both treatments while those who 
initially scored high or extremely low either improved or 
did not. The sample size permits only trends to be 
discussed as significance tests would not be meaningful. 

Wechsler Adult Intelligence Scale (WAIS) 

The majority of the psychological tests that formed 
the basis for the ego function ratings were of the 
projective type. These are difficult to quantify. 

However, the WAIS performance section was administered to 
each of the subjects before treatment and again after the 
drug therapy. The verbal subtests were not administered to 
some subjects in this study because of a language problem 
with some, and the great length of hospitalization of 
others. 

The same difference between the experimental and 
control groups is again evident when Figure 3 is studied. 


The control group baseline is consistently above that of the 
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Symbol Completion Design Arrangement Assembly 


WAIS PERFORMANCE SUBTESTS 
FIGURE 3 


GRAPHIC REPRESENTATION OF UNADJUSTED BASELEVEL AND 
POSTTREATMENT WAIS PERFORMANCE SUBTEST SCORES 
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x __..x% Adjusted Posttreatment 
(Pimozide) 


m-.---0 Adjusted Posttreatment 
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WAIS PERFORMANCE SUBTESTS 
FIGURE 4 


GRAPHIC REPRESENTATION OF ADJUSTED POSTTREATMENT 
WAIS PERFORMANCE SUBTEST SCORES 
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experimental ‘group. 

NS a Group, the subjects or sthicg <study call into 
the "dull normal" range of intellectual ability, with a 
mean performance I.Q. of 80. Least impaired are the visual 
perceptual functions, basic to the Block Design and Object 
Assembly subtests. They scored less well on those subtests 
calling for an awareness of detail and an understanding of 
social situations. The greatest impairment is noted on the 
subtest calling for rote memory and speed. Considering 
the number of subjects tested, this Protile can propably 
be taken as a profile typical of the institutionalized 
chronic schizophrenic who is receiving phenothiazine drugs. 

The adjusted mean scores are shown in Figure 4. An 
analysis of covariance was repeated on these scores and is 
summarized in Table 4, No statistically significant differ- 
ences were found between the effect of the two treatments. 

A comparison of Figures 1 and 3 shows that the four 
groups of data fall into approximately the same pattern on 
both measures of functioning — thistis now totally unexpected 
as the two approaches, Ego Function and WAIS scores, were not 
independent measures. 

Baselevel and posttreatment means are graphically 
represented in Figure 5. The unequal status of the two 
Groups tc again indicated. SHigher scores on this graph 


represent greater pathology. 
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Laboratory Test Findings 
. TABLE 6 
NUMBER OF TEST REPORTS IN ABNORMAL RANGE 


PERPHENAZINE PIMOZIDE 
LABORATORY WIEST BASELINE POSTTREAIG® (BASELINE POSTIREAT. 


Hemoglobin (Hgb) 2 i 4 1 
White Blood Count 

(WBC) 7 8 6 i 
Serum - etc, 

(SGO-T) 0 0 2 ) 
Alkaline Phosphatase 2 4 Z it 


Pimozide treated patients consistently showed fewer 


laboratory findings in the abnormal range. 


Additional Drug Treatment 
TABLES 1 


INCIDENCE OF ADDITIONAL DRUG TREATMENT DURING 
THE EXPERIMENTAL’ PERIOD 


NUMBER OF PATIENTS RECEIVING 
ADDITIONAL DRUGS 


TYPE “OP IREATMENT PERPHENAZINE PIMOZIDE 
Increase in dosage 

Or study drug 3 ir 
Increage in 

anti-Parkinson agent if i 
Emergency sedation 3 O 


Night sedation 2 Ah 
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When compared to Lorr's standardization sample, 
the patients in this study were highly withdrawn, thought 
disordered and belligerent. 

The adjusted posttreatment means are shown in 
Figure 5, and summary of the analysis of covariance 
between the scores is summarized in Table 5. Again no 
statistically significant difference was found between 
the means. 

The increased incidence of depression in patients 
treated with pimozide found by Bobon (1968) was not 
confirmed by this study. 

On three of the four scales, the same ranking of 
the four groups of scores is again noted; with the pimozide 
patients originally being more disordered than the 
perphenazine group. Even with treatment the pimozide 
group did not achieve the baselevel of the perphenazine 
group. 

Fewer patients receiving pimozide were given 
additional forms of drug therapy. 

Summary of Conclusions 

No significant differences were found between the 
two drugs on any of the scales included in this study. 
However, it is worthy of note, that on all but three 
scales the pimozide group showed less improvement. 

Better functioning in these three areas - digit 
eympol, block design and agitated depression, Suggests 


that perhaps pimozide had less of an inhibiting or 
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retarding effect on the psychomotor functioning of patients, 
than did perphenazine. 

The newly developed Global Ego Strength Scale gave 
findings consistent with the WAIS and the Psychotic 
Reaction Profile, in assessing the degree of maladjustment 
present at each stage of treatment and between the two 


groups studied, 
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CHAPTER V 
DISCUSSION 
The subjects of this study were largely "chronic" 
patients who had failed to respond significantly to drug, 
milieu, or "shock" therapy in the past. However, this 
study suggested that improvement in ego functioning was 
not only maintained, but increased, during the six week 
test period. This increase was consistently greater in 
the control group, where a "real" increase would least 
be expected, since many of the patients had been treated 
with perphenazine for lengthy periods in the past with 
no marked improvement. Although one would expect a gradual 
improvement to occur within the therapeutically oriented 
atmosphere of the active hospital, the environment did 
not change greatly during these six weeks. 
A possible explanation for the observed increases 
may lie in the following: 
Ie The tests, which formed the basis of the 
ratings, are subject to practice’ effects, 
resulting in higher scores on the retest. 
ae The patients studied were given special attention 
by the nursing statf ac well as the “experimenters. 
Sir The patients were more accustomed:to the examiner 
and were probably less inhibited and more at ease 
during the second testing session. 


The scores of the Psychotic Reaction Profile showed 
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a similar increase, Rather than a true change in patient 
behavior, this finding could have been the result of rater 
bias. The nurses were aware that a new drug was being 
tested and they may have looked more closely for changes, 
particularly improvement, in the patient's behavior. 

While the noted improvement in functioning may have 
been unreal, it 15 interesting that the changes occurred 
in a manner predicted by Bellak (1969). He proposed 
treatments tor disturbances in specific ego functions. 

He recommended the use of phenothiazines for treatment of 
defective Reality Testing, impaired Regulation and Control, 
and Thought Processes. Table 2 indicates that these are the 
three ego functions most influenced by drug treatment in 

the present study. The improvement in these functions, 

he theorized is due to the controlling effect these drugs 
have over excess drives. Once a ceiling is placed on 

these drives,’they no longer distort thought and cause 
interference in functioning. 

Atthouch not refernming specticalsy to phenothiazines, 
Bellak noted the usefulness of drugs in treating disturbances 
in Defensive, Autonomous, and Synthetic Functioning, Again 
he proposed that the reduction im strength or drives is 
Responsible ror the favorable change. Im the present suudy 


a significant change was found in Autonomous Functioning. 
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Significant Results in Drug Trials 

If the first consideration of this study had been 
to find significant differences, a placebo could have 
been used as the comparison compound. However, drugs have 
already been found which are superior to a placebo, so 
research of this type is no longer relevant. Neither is 
it ethical to withhold a known therapy from a patient when 
he is in need. 

The instruments used to evaluate drug effects must 
measure the type of changes that are likely to result and 
be sensitive enough to register any meaningful fluctuations. 
Bellak's scale is probably a step in the right direction 
towards finding a suitable instrument for drug research, as 
functions are more basic than symptoms, but still meaningful 
when considering therapeutic potential. 

Overald (1067 ) pointed out that difference scores 
that exceed 1.0 on a single 7-point scale are only seldom 
encountered in double-blind studies. Thus Bellak's scale, 
iff tts present form, may lack the desimed sensitivity co 
change that is necessary to achieve significant differences 
with sample sizes that are practical. More validational 
study of the scale is also necessary but obviously this 
Tea huge. and diiticult, cask. 

When a group of patients is studied for change, the 
size of the sample and its homogeneity become of utmost 
importance. The larger the sample, the smaller the difference 


must be to meach a statistically significant level. When 


7 7 7 - 7 

ecib ng thy gta GybM || BAM AS.” Oy 

ibs iyi 
“~ ,adahela\> on sdnsqur 8sF FIRE 
ed S6ahhal. -pnawaleg tsenel sai hy 
iécdw gneiseg Bb mnt worsens hye oe Wy i of hbw Go) ban ff) a 
od 

boat nt Ty 
Hin sio@tte gadh ereulava.og beelly Jnaersgoart akan 
= SY 
bee (Des a°\ Glagit- sre. 4 @atqeds Th eae ay. ae 
pers lh fp igginte’ ow \astatges of Apeotie svitiange ad 
‘Ai4 ee id= & v4 lee ti | wsboe orwell rT 
o 7 ma 


ee fn reHe4at /EGish “ee treinidaeot ef POD lie t is Mok? 2b 


bi Le ij <4 | ere 2 ‘ ’ . Tie Pr ri > iT es pay = ;e2 snoheoie, 
s 
p46) Fiviseery, SIAUSHER ey ABAD wwhienos oat 

} 


rT Weber ays tua Ue whee (Veet), [Lareei) i 


Y 4lg@ity Gi@e ©, 0 badake 


: 7 P ~ x @ iy 
pO Rae, CAG ISheiy arte Mp eeeae + bare InwonR 7 
Om? volvidteyipe Pethasewey l Ane! vege conchae Jnesasg -_ 
bel be eee ie ee ee ee Ter is +O nines 


EPO SE PUTT EY OLOM, ee seRLS ie tay WDE ees s lames: 

Tey Cal Vite tae rsa eo sa opts Pie aijare vie a 

pies piyasays reas 

arl't Peon za ae a aii. | 
erable bo pra Be, iatatigece oe 
“a -_ ‘ds aide ee 


335) 
sample sizes are too small, statistical tests will fail 
to indicate differences between treatments even though 
real, and important differences may exist. The degree of 
change needed for significance is also smaller if there is 
less variability within the sample. 

Overall (1967) discusses the great individual 
variability in patient response to drugs, while Rickels 
(1968) focuses on the extrinsic or environmental factors 
which may influence the individual's response, Discussing 
schizophrenia in particular, Hoffer and Osmond (1961) 
SUeess tne TacCumunat Until Uneseulology Ou wie c Old dul or 
is known it will be impossible to increase the homogeneity 
of the sample to be studied, 

To overcome the problem of sample size, Chassan (1960) 
suggests that individual patients be studied intensively. 
With this design, the patient receives each of the treat- 
ments being studied over a period of time. Frequent 
observations are made with the patient acting as his own 
control. The population of reference from the intensive 
data of a single case is well specified, and the influence 
of various patient characteristics on the outcome of 
treatment can be studied with a directness which cannot be 


achieved in the usual extensive model. 


A combining of the intensive and the extensive designs 


results in the double-blind crossover design, where a group 
of Subjects is studied, but each subject receives all of 


the treatments. Statistical tests of significance can 
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still be applied to detect differences in the treatments. 
ine patiens still acts as haswown conunol, thereby. 
minimizing the sources of variability and effectively 
reducing the sample size needed to achieve statistical 
Significance, 

On the other hand, Rickels (1968) suggested the 
use of large collaborative research projects, where many 
experimenters follow the same approach and pool their 
findings, thereby multiplying the sample size. 

If relatively small samples are used, as was the 
case in this study, Overall (1967) suggested that the 
differences, even though, not stasistically signiticant, 
should not be considered completely meaningless. The 
trends may indicate that one drug is truly more effective 
than the others. However, the calculated level of 
probability is there to indicate the degree of likelihood 


of the observed trend not continuing. 


ew 
CHAPTER VI 
IMPLICATIONS AND SUMMARY 
Nh Implications 

The results of the present study have important 
implications for further investigation in both of the 
areas touched upon by this study. 

dhe Experimental Drug - Pimozide 

Although not reported in the main body of this 
thesis, because of its highly speculative nature, one 
interesting observation was made regarding the specific 
effects of pimozide. 

Three patients in the group receiving pimozide 
stood out because of a marked increase (2-or more scale 
points), after treatment, on the Thought Process scale. 

On checking back it was found that all these patients had 
achieved their highest baselevel score on the Synthetic- 
Integrative Functioning scale, This later scale is the 
one Bellak feels correlates most highly with overall 

ego strength. 

This finding suggests that those patients, whose 
illness is characterized primarily by the emergence of 
primary process thinking, and who have shown evidence of 
good ego functioning in the past, may benerit specifically 
from pimozide. Collecting data on 4 sufficient number of 
cases with this profile, as well as suitable controls, would 


allow for statistical verification: of ahs observation, 
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ime Ehiects of Drude on qo Functionang 

The baselevel measures in this study were taken after 
the patients had been treated with phenothiazines for a 
period of time. Further increases in ego strength were 
measured. However, no placebo or "treatment-free" group 
was studied, so the total effect of the drugs on ego 
functioning was not clearly established. To determine this, 
a crossover type design, where the subject acts as his own 
control, would be most suitable. The drug free period 
would only have to be extended until a relapse occurred. 

Referring specifically to phenothiazines, Bellak 
proposed that these drugs control schizophrenic symptoma- 
tology by lamiting excess drives sche id). opellak’s 
interview scale provides for a measure of these id forces. 
If his scale is valid, and his hypothesis regarding the 
effect of phenothiazines is correct, this relationship 
should be easily established in further research, 
Tt Summary 

The purpose of the present study was the clinical 
evaluation, under double-blind conditions, of the recently 
developed neuroleptic, pimozide. Bellak's Global Ego 
Strength Scale (1969) was the basic instrument used in 
the assessment. Bellak theortzed that schizophrenia is 
characterized by impaired ego functioning. 

The portion of the ego strength scale used in this 


Study, yielded Gcores for Mine areds of ego functioning. 
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These were: 
bi Reality Testing 
2% sense of Reality of the World and the Self 
3 Regulation and Control of Drives, Affects 
and Impulses 
; Object Relations 


; Thought Processes 


4 

2 

GF Adaptive Regression in the Service of the Ego 
ee Defensive Functioning 

oe Autonomous Functioning 

Te Synthetic-Integrative Functioning 
A summing of these scores resulted in an additional global 
score. Ratings were made on the basis of psychological 
test results following an outline provided by Bellak. The 
tests administered were the WAIS, Bender-Gestalt, Rorschach, 
H-T-P and the TAT. 

Forty-two, actively psychotic, schizophrenic 
inpatients were stabilized for at least five weeks on 
perphenazine, a phenothiazine with known antipsychotic 
properties. One-half of those patients were randomly 
selected to be treated with pimozide, while the remainder 
continued to receive perphenazine. Throughout the study 
ail drugs were @iven on ea jonce a day basas... ihus double- 
bilsimed) pontion on the tole leconimnued Tor sanjadditional six 
weeks, 

The baselevel measures were taken following the 
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Ego Strength Scale, the patierite were rated by psychiatric 
nurses using Lorr's Psychotic Reaction Profile (1961). 
Blood, urine and liver function tests were performed to 
detect possible adverse physical effects of the drugs. All 
these tests were repeated after the six week experimental 
treatment period. 

An analysis of covariance was used to compare the 
posttreatment means of the pimozide and the perphenazine 
treated groups. It was found that randomization had not 
equalized the two groups (the pimozide group being 
initially more regressed) but this statistical procedure 
corrected the final scores on the basis of the pretreatment 
scores. When this was done no significant differences in 
posttreatment means were found between the two groups. 

This applied to the ten ego functions as well as the 

four Psychotic Reaction Profile scales (Thought Disturbance, 
Withdrawal, Paranoid Belligerence and Agitated Depression). 
When the WAIS performance subtest scores were similarly 
analysed, the same negative findings resulted. It is 
worthy of note that although the differences were not 
Staticulcalily significant, the pimozide Group consisvenculy 
showed less improvement than the control group. 

When the posttreatment means of both groups were 
compared with the pretreatment means, by means of an 
analysis Of Variance, it was found that over time significant 
improvement had occurred dnithe ereas of Realirvy Teguing, 


Regulation and Control, Thought Processes, Autonomous 
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Funetaoningand Global Ego Strength. The design or this 
study did not allow for an accurate assessment of the 
reasom fOr -ahis change, It could not bey determined if 
improvement in the patient's mental state had occurred or 
if the change was due to rater bias and practice effects. 

The results of this study suggest that pimozide is 
not superior to perphenazine in the treatment of ego 
PUnCtION disorders am the chronvoally dll schizophrenie. 

Bellak's Global Ego Strength Scale, when compared to 
Lorr's Psychotic Reaction Profile did differentiate between 
the more and the less disturbed patients. Although in 
need of more validational study, Bellak's scale appears to 
have provided psychology with a new tool for evaluating drug 


effects. 
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Global Ego Strength Scales 
- Component Factors 


We heglityileseing 
lg The distinction between ideas and perceptions. 
2, .Accuracy of perception (includes orientation 


Ue) time and place, and accuracy of perception. 
and interpretation of external events). 


3. Accuracy of inner* reality testing (ive., 
psychological mindedness and awareness of 
inner staves), 


ick, Sense of Reality of the World and of the Self 
Ly The extent to which external events are 


experienced as real and as being embedded 
in a familiar context (e.g., degree of dereal- 
ization, deja vu, trance-like states). 


2. The extent to which the body (or parts of it) 
and its functioning, and one's behavior are 
experienced as familiar and unobtrusive and 
as belonging to (or emanating from) the 
individual (e.9., degree of depersonalization). 


3. The status of self-identity (including self- 
esteem) . 


4. The feeling of separateness from the external 
world and from other individuals (from fusion- 
merging phenomena up through full separation- 
individuation). 


DET, Requlation and Control of (Drives, Affects, and Impulses 


Ms The strength (prominence-absence) of drive, 
affect, and impulse indicators. Evidence 
here is from dreams, fantasies, and conscious 
experience (independent of overt motor behavior). 


Zs The degree to which these elements are overtly 
manifest in behavior, 


if The effectiveness of delay and control mechanisms 
(degree of overcontrol or undercontrol). 


Note: "Frustration tolerance" would span components 
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Object (or Interpersonal) Relations 


1. 


N 


The degree and kind of relatedness to others 
(taking account of withdrawal trends, 
narcissistic self-concern, narcissistic 
object choice), 


The extent to which present relationships are 
adaptively or unadaptively influenced by or 
patterned upon older ones; from being patterned 
on the earliest mother-infant relationship 
through those of later childhood to those which 
are relatively less limited to earlier 
developmental experiences (e.g., fixations on 
and repetitions of old experiences). 


Thought Processes 


ee 


ie 


The adequacy of processes which adaptively 
guide and sustain thought (e.g., attention, 
concentration, anticipation, concept formation, 
memory, language). 


The degree to which thinking is organized and 
oriented in accordance with reality considera- 
tion, as reflected in the relative primary- 
secondary process influences on thought 

(@.g., extent to which thinking is delusional 
or autistic; degree of looseness of or 
intrusions upon associational processes). 


—-_ —_— Ss ape oo ee ee 


First phase of the oscillating process; 
relaxation of perceptual and conceptual acuity 
(and other ego controls) with a concomitant 
increase in awareness of previously preconscious 
and unconscious contents. 


Second phase of the oscillating process; the 
induction of new configurations which increase 
adaptive potentials as a result of creative 
integrations. 


Defensive Functioning 


1. 


2 


Degree to which defensive components adaptively 
or maladaptively affect ideation and behavior. 


Extent to which these defenses have succeeded 

or failed (e.g., degree of emergence of anxiety, 
depression, and/or other dysphoric affects, 
indicating inefficiency of defensive operations). 
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Autonomous Functioning 


1. 


Degree of freedom from or lack of freedom from 
impairment of apparatuses of primary autonomy 
(etg., functlonal disturbances of sight, 
hearing, intention, language, memory, learning, 
or motor function). 


Degree of, or freedom, from impairment of 
secondary autonomy (e.g., disturbance in 
habit patterns, learned complex skills, work 
POutines. Moobles, ind interests). 


synthetic-Integrative Functioning 


ae 


oy 


ies 


iki 


Degree of reconciliation or integration of 
discrepant or potentially incongruent 
(contradictory) attitudes, values, affects, 
behavior, and self-representations (e.g., role 
Comflicts). 


Degree of active relating together (i.e., 
integrating) of psychic and behavioral events, 
whether contradictory or not. 


Degree of organization and stability maintained 
under varying levels of stress. 


Stimulus Barrier 


Threshold for, sensitivity to, or awareness of 
stimuli impinging upon various sensory 

Be eo (externally, primarily. buc ine luding 
pain). 


Nature of response to various levels of sensory 
stimulation in terms of the extent of disorgan- 
ization, avoidance, withdrawal, or active 
coping mechanisms employed to deal with them. 


Soundness of Judgment 


Awareness of likely consequences of intended 
behavior (e.g., anticipating probable dangers, 
legal culpabilities and social censure, 
disapproval, or inappropriateness). 


Extent to which manifest behavior reflects the 
awareness of these likely consequences. 
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Id Scales 
- Component Factors 


indications Of Dbibidinal Drive siurength 


The component factors take account of two major 


sources Of information trom which we can make 


inferences about strength of libidinal drive: 


I) “diréct manitestations in behavior and ideation: 


2) indirect manitestation through control structures, 


For the latter, “this scale rerers to convurols only 


as indications Of “drive strength jand Nou as cigme¢ 


of adaptation, which is measured in the Regulation 


and 
es 


COMmerol Scale, 


Overt sexual behavior. 


Considered here are frequency and intensity 

of heterosexual contacts, intercourse, 
masturbation, pregenital behavior, homosexuality 
perversions, etc. Only frank sexual acts are 
iiclided “im “this category. 


Associated and substitute sexual behavior. 


This category includes behavior short of frank 
sexual acts (developed sexual expression). 

In this scale, as opposed to the Regulation 
‘and Control seale, adaptation Ns not dimension= 
alized, although where drives are very strong, 
we might expect that there would be less well 
developed expression. In the medium and low 
strength ranges, any degree of development 
might be included at any stop. 


Relevant acts here would be voyeurism, 
SxMIoteLOnLsM, aati nG., «chOlce 1, OCCUDat1 0M, 
hobbies and interests, and associated aspects 
of oral, and anal and other pregenitally based 
behavior. 
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Fantasies and other ideation, 


Included are verbalizations about sex; daydreams 
With overt or associated sexual content; 
sexualized ideational activities, such as 
reading pornography. Also included are 
inferences about unconscious fantasies other 
than dreams, 


Dreams. 


Considered are the frequency and intensity of 
any kind of sexual content in both the manifest 
dream and the latent dreams thoughts. 


Symptoms, defenses and controls. 


This category is included only insofar as 

actual libidinal drive strength may be inferred 
from strength of countercathectic measures 
employed against it. E.g., impotence, frigidity 
or avoidance of sex would be strong indicators 
only if they reflect the person's way of 

dealing with excessive pushes. Repression would 
be a defense especially relevant to libidinal 
drive strength. 


Indications of Aqgressive Drive Strength 


Overt aggressive behavior. 


Included are the frequency and intensity of 
direct physical acts of aggression toward 
self, others and inanimate objects, resulting 
from pressure of urges, 


Associated and substitute aggressive behavior. 


Included are verbal expressions; various 
forms of primitive behavior associated with 
aggressive drives; degree of aggression 
associated with interests, hobbies, and 
occupation; pregenital manifestations other 
than direct physical acts of violence. 


Fantasies and other ideation. 
Gonsidered are conscious and unconscious 


thoughts and fantasies with aggressive content 
On any Sort. 
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Dreams, 


Frequency and intensity of aggressive content 
of any sort in both manifest dream and latent 
dream thoughts are included, 


Symptoms, defenses and controls. 


This category is included only insofar as 
actual aggressive drive strength may be 
inferred from strength of countercathectic 
measures employed against it. Especially 
relevant would be defenses of projection 

and reaction formation, and severe or rigid 
super ego formation to deal with guilt where 
they .reflect an underlying strength of aggression. 


Super Ego Scales 
- Component Factors 


Guilt and Blame 


Nee 


ee 


De 


Degree of self-directed punishment. 


Transformations and displacements of unconscious 
Cialis 


Degree of blame-avoidance. 
Degree to which talion principle operates; 
strict demands/self-indulgence vs. flexible, 


lenient attitude toward behavior and impulses. 


Unrealistical ly hughmoulbt/ momquadsy. ays. 
realistically based guilt feelings. 


Eqo Ideal Status 


lS 


oy 


Extent of realistic evaluation of ego's 
strivings in terms of current consequences. 


Sense of worth: severe self-criticism or 
over-inflated sense of worth vs. realistically 
critical self-observations. Archaic, strict 
standards vs. lax, indulgent standards about 
libidinal and aggressive drive manifestations. 


Self-esteem regulation: archaic, external 
and lax vs. internal and not based on current 
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REALITY TESTING 
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